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Jamary 15, 1953 . -
Dear JacK:

’I'hank you for reburning the reprinta, end especially for y'our crit.ical
appreciation of Cell Genetics. Nelther the logic nor the rhetoric of the
latter has entirely pleased me; I can only plead that I am still floundering
in the sea of uncritical and traditional thinking out of which I am trying
to swim.  If you are interested enough to discuss genetics with me, I'll play
the same gams with the rhstoric. You are quite right about commas, and merits...
merits. A born writer, I hope, is able to avoid these slips and awkward con-
structions befors they happen. I have to go over my writing and ext.ract. them
ﬂlater, and. only hope’ not. to have missed too many. S

‘ #left a plethora of terms adrift® doesn't sound qu:ltn right; left adrift a
plathora of terma might have been better, but not much., Still I support the.
uaage p.i.at.hora of terus" lt'a t.he “1eft e.drii'b" that. ma!fes an unhappy phrasa.

- "rasw squarely on the hiatus" 'means exactly what. 1% says ( (though you refusec
.bo believe it). Again, - t.his 18 not a very pleasant’ construction-— Powler might
havé ca.lled 1t.*an examplo of" belabored subtilit.y.

S ¢ I may cla.rify the construct.ioa, ‘m:d:xxidm"o:. in the abseme of a micromel
is a parehthesis,” and’ should have been marked as such. In xx a sense, if theis
is no current micronucieus, the genotype. 1s null. I'd ‘better requote the para-

graph: "Under certaln conditions (or in the absence of a. mlcromicleus) the
nacroavcleus will be regenesated from frighents of the ‘previcus macronucleas,
irrespactive(iy?) of the genotype of -the current micronucleus.” The more I look

‘at this, the worse it Xmmix seers, and I am left vith the concl usion that noons
else is going t underatand it who did not already. That I meant was that the
macronucleus might regensrate from the old maocron. 80 that its mumskiwkk zonstd-
_tution could be different from the current micron. This can huppen even if
‘there is no alcronuclaus at all. O:dmari..y, the macronucleus is reconstituted
from the new migronucleus at sach act of conjuguuon or autogamy that would
producs a new micronuclear genotyps. As 1t stanrds, the puragiraph seems to read
that regensration occurs irrespectivs of the mcrcnuolem genotype, but this
was not intendad. I must have been so preoccuplad with trying to formulate
some of thess 1deas fcr myself that I did not make sure that thelr meaning was
‘fully given in the wr;.bing. o

#Radio theory" a.s you call it is quite the fad in genetics , and everybhzing
else, but under the hame of "Cyburnet.ics"

"gandidate whose availabllity... - was written about the time of- the conwentdor
- It sounds rather stale now, doesn't it.



It wad the philosophical possibilities, and not the technlcal findings of
course, that led me to pick out these papers. I am a little troubled already
by some inconsistenciss. The review itself has many of themj #.g.," genstic
diseases simulating vhroses might result from the recrudescence of inherited
iatent viruses...", when the whole point of the review was to emphasizs the

. formal equivalenceg of thess views, rather than the correctness of one inter-
pi:tation over the other. In the midst of my lectures while trying to decry
what you called dogmatlsm, I look over my shoulders and find myself doing k=
mich the same things that are deplored. In practice it is very difficult to
do any work witheout idealizing one's cocncepts. We frame our axperiments on the
basis of very insecures working hypothozhs; in order to do them, we have to
‘place the full +dght of our confildence on them.

{ If your comrent cn dogmatismg refers to the discussion of "replica plating”,
ag I think it does,I think I have to mention some of the histery of this problem.
There is a isemendous amount of uncritical work, soms of it over reputable
gignatures, cn adaptive machanisms in bacteris. Most of it 13 bad because the
§rit1cal hypotheses are navar clearly ststed. I think no cne n2ed dispute that
spontanevus matations and natural selectlon explain most of the adaptive phenomen:
that have besn carefully studied. It is incorrsct to gensralize, as I did,
that this is the dnly mechanlsm that can cperate., The paper is written in this
‘tone in order to emphasize the essentlality of disqualifying this mechanism in
/detall before adopting poorly founded alternatives. It 1s not a astudied dis-

{cussion of "spontaneous mutaticn” such as I have, betimes, put elsawhere. Mutatio:

: [ are, of course, never "“spontaneous®, even in the restricted sense &h which

{ some natural phenomena are (viz, radiocactive disintegratiocn). There must be

/| a material chemlcal reaction in the cell underlying the genetic change; the

" treuble 1s, we kaow next to nothing of what these reactlons ars, or how to
control them. Unfortunately many bacteriologlsts, having dlscovered that they
could selact for certain mutant typea, thought theg had induced the mutations.
In every case, so far, whers the question has baen properly put, these have
turned out to be selected, and not induced. 4 little progress 1s being made in
the "axparimental control of spontaneous mutation®, hut no so much that we can
approach a particular gzene and tell it when to change. Un%tll we have achieved
such a control, the mutations might as well be spontansous. I would agree that
"spontaneous mutation” has been made an absolute ideal, by H. J. ¥uller for
example, but this 1s an overcompensatory response to even less scund claims
of lamarckian effects.

I am not at all diffident about my corpus; in fact I have taken quite
seriously the kind of advice you gave and am approaching the 2 cwt. level you
suggasted. I had the sams impressions of that photozraph as you did; it is a
caricature, and was selected by ik one of my colleaguss (not Buzzati-‘raverso)
with a certain friendly malice. I enjoyed your peem, without fully appreciating
its relevance-- not thatbthis is needed.

Thanks for putting me straight about your feelings on the academic life (for-
tunately indeed I found this job which is research, and not too bad financially
either); no, I've never heard of any academic job below an assistant professorship
(and then some, at times and places) that would bs likely to match yours. I shoudd
like to teach myself, mors than afew hours a week.

Sincerely,

Qg?shua Lederberg
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